After publication of our article [1] it was brought to our attention that a line of code was missing from our program to combine the within-replicate variance and between-replicate variance. This led to an overestimation of the standard errors calculated using the Enrich2 random-effects model.
A random-effects model for scoring replicate selections. Variant scores for 20 randomly selected variants from the BRCA1 E3 ubiqutin ligase dataset are shown. The replicate scores (green) were determined for each variant using Enrich2 weighted regression. Combined variant score estimates were determined using a fixed-effect model (orange) or the Enrich2 random-effects model (blue). In all cases, error bars show +2 or −2 standard errors Four (18%) of these variants have Enrich2 standard errors larger than the median standard error. The dotted line shows the best linear fit for all variants and the dashed line shows the best linear fit for variants with standard errors less than the median. b Enrich2 variant scores are plotted for selections performed in the presence or absence of the small molecule inhibitor oseltamivir. Colored points indicate variants that significantly outperformed wild-type in the drug's presence. Red points also scored significantly higher than wild-type in the drug's absence. Triangles indicate the five "drug-adaptive" mutations identified originally [3] A B C Fig. 7 Variant scoring for growth and binding experiments using simulated data. a Enrich2 variant effect scores derived from simulated data are plotted against expected Enrich2 scores based on true variant effects in the simulation. Enrich2 accurately scores variants in both simulated binding assays (left) and growth assays (right). Shading indicates point density from low (blue) to high (white). b Noisy variants were generated by randomizing their true effect in one replicate selection (green line). Noisy variants have higher overall standard errors than other variants (dashed gray line) in both binding and growth assay simulations. c The percentage of variants removed at each standard error percentile cutoff (5% intervals) is plotted. Standard error filtering preferentially removes noisy variants (green points)
